Background: Efficacy and safety of sarilumab + csDMARDs in RA patients have been demonstrated. Objectives: To compare sarilumab monotherapy with adalimumab monotherapy in the ITT population of adults with active RA from MONARCH (NCT02332590) and across predefined subgroups. Methods: Adults (N=369) intolerant of, inappropriate for, or inadequate responders (IR) to MTX (per investigator judgment) received SC sarilumab 200 mg q2w or adalimumab 40 mg q2w monotherapy. The primary endpoint was change from baseline in DAS28-ESR at wk 24. Consistency of treatment response (sarilumab vs adalimumab) for this endpoint was assessed in prespecified subpopulations. Results: At wk 24, sarilumab was superior to adalimumab in change from baseline (BL) in DAS28-ESR (-3.3 vs -2.2; P<0.0001). Sarilumab-treated patients achieved significantly higher rates of ACR20 response (71.7% vs 58.4%; P=0.0074) and greater improvement in HAQ-DI (-0.6 vs -0.4; P=0.0037) and CDAI (-28.9 vs -25.2; nominal P=0.0013) vs adalimumab-treated patients. Extent of treatment effect with sarilumab vs adalimumab in change from baseline in DAS28-ESR at wk 24 was generally consistent (P>0.05) across subgroups; significant treatment-bysubgroup interactions were observed for body mass index (P=0.047) and baseline CRP (P=0.006) (Figure) . The magnitude of treatment effect for DAS28-ESR was greater in patients with lower BMI and higher baseline CRP. Treatment effect was generally similar for other efficacy endpoints assessed, including ACR20, HAQ-DI, and CDAI. Clinical and functional responses in RF+/ACPA+, RF+/ACPA-, RF-/ACPA+, and RF-/ACPA-patients were similar to overall study results. Incidence of AEs was similar in both groups, including incidences of infections and serious infections. The most common AEs were neutropenia and injection site erythema (sarilumab) and headache and worsening of RA (adalimumab).
Conclusions:
Sarilumab monotherapy demonstrated superiority to adalimumab monotherapy in the ITT population in change from baseline in DAS28-ESR. The extent of treatment effect with sarilumab vs adalimumab was generally consistent across subpopulations. Background: A period of 4 weeks (w) has been recommended as tocilizumab (TCZ, 8mg/kg) infusions. However, we found that 5 or 6w intervals were also effective in more than 90% of RA patients with low disease activity (LDA) at 4w intervals (1). Objectives: We conducted the study to investigate the significance of extension of intervals from 4w to 6w. We compared, in the same patients, the clinical features such as diseases activity, major and minor side reactions between at 4w and at 6w. Moreover, we also considered the mechanisms. Methods: This was a retrospective observational study. Among RA patients who had shown LDA with TCZ infusions at 4w intervals, the patients who could extend the intervals from 4w to 6w with LDA for more than 2 years without changing the doses of oral medicines were enrolled. In the same patients, we compared the events of serious and common side reactions between at 4w and 6w intervals. We examined the course of the levels of total cholesterol (TCHO), triglyceride (TG), and platelet (PLT) counts. We also examined the levels of serum trough TCZ and IL-6. Results: Among 120 patients who maintained LDA at 4w intervals, more than 60% of patients maintained LDA at 6w intervals. When we compared the disease activity of 6w-responders between at 4w and 6w-intervals, all parameters reflecting the disease activities such as CRP and DAS28CRP score at 6w intervals were elevated significantly, but were still within LDA. At 4w intervals, serious adverse events were occurred as much as 11 cases during 2 years. At 6w intervals, however, they were decreased to 3 cases only in the same period. The common adverse events such as general fatigue, nausea, and dizziness occurred frequently at 4w intervals in most of the patients. At 6w intervals, these common adverse events were decreased significantly. At 4w intervals, the levels of TCHO and TG were elevated significantly. At 5w and 6w intervals, however, they were decreased accordingly. At 6w intervals, they were within normal limits. In most of patients, the levels of PLT counts were decreased significantly at 4w intervals. At 5w and 6w intervals, however, they were increased gradually. When TCZ were infused at 4w intervals, the serum trough TCZ levels were around 10 μg/mL. In contrast, they became undetectable when extended to 5w, and it is obvious that the trough TCZ levels of 6w were lower than 5w. The levels of IL-6 were significantly high at 4w-intervals, but the levels of IL-6 were decreased to less than 10 pg/mL at 5w-intervals. Conclusions: The present study provide evidence that more than half of RA patients who showed good response to TCZ infusions at 4w could extend the intervals to 6w. By extension of intervals to 6w, major and minor side reactions were reduced significantly, and the levels of TG, TCHO and PLT were also normalized with sustaining LDA, suggesting that the dose of TCZ (8mg/kg) at 4w intervals might be excessive in some patients. Taken together, we should be careful for deciding the intervals of TCZ infusion in each patient.
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